We report a case of 29-year-old woman who was admitted to our Department with red eyes and two bullae located on the right buccal mucosa. Otherwise she is healthy but one day before she finished azithromycin (Sumamed, Tewa, Croatia) intake as she had pneumonia. Direct and indirect immunofluorescence did not reveal presence of vesicullobulous disorders. During the period of nine days she was given 40mg of prednisone (Decortin, Merck, Germany) orally as well as betamethasone (Beloderm, Belupo, Croatia) in orabase locally and after that the lesions subsided.
What new information is offered in this case study?
Azithromycin has long elimination half-time which allows an allergic reaction to occur even after cessation of drug use.
What are the implications for research, policy, or practice?
In case macrolide allergy occurs, the treatment of choice is to avoid further use of the single causal macrolide.
Background
Every medication has the potential to lead to the adverse reaction in the body. Also, adverse reactions (ADRs) to medications might develop on every system of the body. The offending drug might lead to the ADRs after only one dose has been taken or patient might take drug for many years and then ADRs might evolve. Data from the literature suggest that non-steroidal antiinflammatory drugs and antibiotics most frequently lead to such reactions. 1 
Case details
The 29-year-old woman was admitted to the Department of oral medicine, School of Dentistry in Zagreb. Clinical examination revealed that she had red eyes and two bullae located on the right buccal mucosa (Figure 1 ). Detailed medical history was unremarkable. However, one day before she was admitted she finished azithromycin therapy (Sumamed, Tewa, Croatia) as she had pneumonia. Azithromycin was swallowed one tablet of 500mg a day during the period of three days (3 tablets × 500mg in total). She did not take any other medications and she denied previous food allergies or consummation of new food. A biopsy specimen of the buccal mucosa was taken. Direct immunofluorescence finding did not reveal deposits of immunoglobulins or complement. Indirect immunofluorescence finding did not reveal circulating antibodies of pemphigus or bullous pemphigoid. These negative findings excluded autoimmune blistering diseases. The patient's laboratory tests were within normal range. Her eyes were red probably because they were also affected with allergy, in a kind of mild Stevens-Johnson syndrome (i.e., without involvement of other mucosas). She was prescribed 40mg of prednisone (Decortin, Merck, Germany) orally as well as betamethasone (Beloderm, Belupo, Croatia) in orabase locally which she applied four times a day. After nine days the lesions subsided. The patient did not have any lesions three months after this eruption.
Discussion
Within published literature, many adverse effects due to azithromycin are reported on the various organs, mainly on the cardiovascular system but also on the gastrointestinal. 5 However, regarding dermatological disturbances Nappe et al. 6 reported in the year 2016 that azithromycin is not frequently associated with SJS, toxic epidermal necrolysis or other cutanous reactions. Our Pubmed search revealed only few adverse reactions to azithromycin on the skin. Das et al. 7 described a case of azithromycin-induced bullous fixed drug eruption. Zweegers and Bovenschen 8 described acute and painful perioral pustular dermatosis erupted one day after the patient had taken azithromycin for a throat infection. Bauer et al. 9 described a patient fever, cutaneous eruption, eosinophilia, and hypotension after azithromycin intake. Pereira et al. 10 reported acute onset of widespread pustular eruption after the patient has taken azithromycin. Schmutz et al. 11 reported Stevens-Johnson syndrome as a result of azithromycin intake. Da Cunha Filho et al. 12 reported acute generalized exanthematous pustulosis by azithromycin. Sriratanaviriyakul et al. 13 reported systemic symptoms syndrome (DRESS) associated with azithromycin and presenting like septic shock. A skin biopsy showed evidence of spongiotic lichenoid dermatitis with eosinophils and neutrophils, compatible with a systemic drug-induced hypersensitivity reaction. The same finding was reported by Bauer et al. 9 Rajaii et al. 14 reported a case of acute generalized exanthematous pustulosis due to the azithromycin therapy Recently, case of SJS after the completion of five days azithromycin was described. 15 To our knowledge this is the second case upon solely oral reaction to azithromycin in the so far published literature. We reported first case upon oral bullous reaction due to the azithromycin in the year 2011. It is interesting to note that patients developed lesions after three days of azithromycin intake which was upon completion of the therapy. This was also reported by others 5, 15 and might be due to the fact that azithromycin remains at therapeutic concentrations during ten days after the cessation of therapy.
The only one hundred per cent sure test for diagnosing reaction to drugs is rechallenge with the offending drug 4 which is not ethical, therefore it was not performed in our patients.
Conclusion
In this case differential diagnosis was cicatricial or bullous pemphigoid, multiform exudative erythema and chronic bullous disease in children.
Last but not least, patients with such reactions should be strongly advised not to take azithromycin again as fatal anaphylactic shock might develop.
